'Applicants: Wagle et al. 
SERIALNUMBER: 10/038,117 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 
Listing of Claims : 

Claim 1 . (Presently Amended) A method of treating or ameliorating hypertension an 
indication of th e inv e ntion in an animal, including a human, comprising administering an 
effective amount of (A) a compound of the formula I: 

Het-Y (I) 

wherein: 

a. Het is a five eF-si3emembered heterocycle having a first one ring nitrogen and optionally, 
a second or third ring nitrog e n, with th e remaining ring atoms b e ing carbon, one ring oxygen,-er 
sulfur; provided that H e t wherein said Het is an isoxazole and is not thiazol e , imidazole, oxazol e , 
er a dihydro or tetrahydro analogs thereof; 

b. Het can be substituted on carbon atoms with 

1. one or more substituents independently selected from hydrogen, acylamino, acyloxyalkyl, 
alkanoyl, alkanoylalkyl, alkenyl, alkoxy, alkoxycarbonyl, alkoxycarbonylalkyl, alkyl, 
alkylamino, (Ci-C 3 )alkylenedioxy 5 allyl, amino, co-alkylenesulfonic acid, carbamoyl, carboxy, 
carboxyalkyl (which alkyl can be substituted with alkyloxyimino), cycloalkyl, dialkylamino, 
halo, hydroxy, (C2-C6)hydroxyalkyl, mercapto, nitro, sulfamoyl, sulfonic acid, alkylthio, 
alkylsulfonyl, alkylsulfinyl, alkylsulfonamido, trifluoromethyl, morpholin-4-yl, 4-[C6 or 
Cio]arylpiperidin-l-y- 1, 4-[C 6 or Cio]arylpiperazin-l-yl, thiomorpholin-4-yl, piperidin-l-yl, Ar* 
{wherein, consistent with the rules of aromaticity, Ar* is C6 or Cio aryl or a 5- or 6-membered 
heteroaryl ring, wherein the 6-membered heteroaryl ring contains one to three atoms of N, and 
the 5-membered heteroaryl ring contains from one to three atoms of N or one atom of O or S and 
zero to two atoms of N, each heteroaryl ring can be optionally fused to a substituted benzene, 
pyridine, pyrimidine, pyridazine, pyrazine, or (l,2,3)triazine (wherein the ring fusion is at a 
carbon-carbon double bond of Het)}, Ar*-alkyl, Ar*-0, Ar*S0 2 -, Ar*SO, Ar*S-, Ar*S0 2 NH-, 
Ar*NH, (N-Ar*)(N-alkyl)N-, Ar*C(0)-, Ar*C(0)NH-, Ar*NH-C(0)-, and (N-Ar*)(N-alkyl)N- 
C(O)-; or 

2. two adjacent substitutions together with their ring carbons form a fused C6 or Cio aryl 
ring which aryl ring can be substituted as set forth below; or 
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3. two adjacent substitutions together with their ring carbons form a C5-C7 fused cycloalkyl 
ring having up to two double bonds including any fused double bond of the Het group, which 
cycloalkyl ring can be substituted by one or more of the group consisting of alkyl, 
alkoxycarbonyl, amino, aminocarbonyl, carboxy, fluoro, or oxo; or 

4. two adjacent substitutions together with their ring carbons form a fused 5- or 6- 
membered heteroaryl ring, wherein the 6-membered heteroaryl ring contains one to three atoms 
of N, and the 5-membered heteroaryl ring contains from one to three atoms of N or one atom of 
O or S and zero to two atoms of N; or 

5. two adjacent substitutions together with their ring carbons form a fused five to eight 
membered fused heterocycle, wherein the ring fusion is at a carbon-carbon bond of Het, wherein 
the fused heterocycle consists of ring atoms selected from the group consisting of carbon, 
nitrogen, oxygen, sulfur, or S(0) n , wherein S(0) n is 1 or 2; and 

c. Het can be substituted on the ring nitrogen atoms with 

1. hydrogen, alkyl, alkoxycarbonylalkyl-, Ar*, Ar*alkyl-, Ar*C(0)alkyl-, ArS*(0)alkyl-, 
Ar*S(0) 2 alkyl-, so long as the ring nitrogen atoms are not quaternized; 

2. amino; or 

3. at most one nitrogen with oxido (-0") to form an N-oxide; and 

d. Y is substituted on a ring carbon adjacent to the first or s e cond ring nitrogens and is 
ir hydrogen , oxo, alkyl, mercapto, alkylthio, amino, amino(C +-€# )alkyl, or aminoph e nyl, 
wh e rein th e amino of th e latt e r thr ee groups can b e (a) substituted with 

(a) Af*T 

(b) Ar* Z , Ar* alkyl- Z , Ar* Z alkyl , Ar* amino Z , Ar* aminoalkyl Z or Ar* oxyalkyl 

Z , wherein Z is a carbonyl or S(0) ^-ef 

(e) formyl or alkanoyl, 

NHC(0)(CH 2 ) ft -E>-R e R f , whoroin D is oxygen, sulfur or nitrog e n, wh e rein wh e n D is 

nitrogen n is 0, 1 or 2, but wh e n D is oxyg e n or sulfur n~l or 2, and R f is pres e nt only wh e n D is 
nitrog e n, wher e in 
(a) R e 4s 

(1) Ar*, or 

(2) a group of th e formula H o t § - 

wher e in Het § is ind e pendently th e sam e as H e t, or 
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(3) a-€H5& cycloalkyl ring having up to one doubl e bond with the proviso that th e carbon 

linking the cycloalkyl ring to D is saturated, which cycloallcyl ring can b e substitut e d by on e or 
mor e alkyl , alkoxycarbonyl , amino , aminocarbonyl , carboxy , fluoro , or oxo substituents, or 

(4) hydrogen, (C^ -G ^hydroxyalkyl, alkanoylalkyl, alkyl, alkoxycarbonylalkyl, alkenyl, 

carboxyalkyl (which alkyl can b e substitut e d with alkoxyimino), alkoxycarbonyl, Ar*, or Ar* 
alkyl ; and 

(b) R 4 is indep e nd e ntly hydrog e n, hydroxyCCa -G ^alkyl, alkanoylalkyl, alkyl, 

alkoxycarbonylalkyl, alkenyl, carboxyalkyl (which alkyl can b e substitut e d with alkyloxyimino), 
alkoxycarbonyl, ind e pend e ntly a group Ar* or Ar* alkyl ; 

wherein aryl or Ar* in addition to any substitutions specifically noted can be substituted 
with one or more substituents selected from the group of acylamino, acyloxyalkyl, alkanoyl, 
alkanoylalkyl, alkenyl, alkoxy, alkoxycarbonyl, alkoxycarbonylalkyl, alkyl, alkylamino, (Ci- 
C3)alkylenedioxy, alkylsulfonyl, alkylsulfinyl, co-alkylenesulfonic acid, alkylthio, allyl, amino, 
Ar*C(0)-, Ar*C(0)NH-, carboxy, carboxyalkyl, cycloalkyl, dialkylamino, halo, trifluoromethyl, 
hydroxy, (C2-C6)hydroxyalkyl, mercapto, nitro, morpholin-4-yl, thiomorpholin-4-yl, piperidin-1- 
yl, Ar*0-, Ar*-, Ar*-alkyl-, sulfamoyl, sulfonic acid, 1-pyrrolidinyl, 4-[C6 or Cio]arylpiperidin- 
1-yl and 4-[ C6 or Cio]arylpiperazin-l-yl- ; and 

heterocycles except those of Het or Ar*, can be substituted with, in addition to 
substitutions specifically noted, one or more substituents selected from acylamino, alkanoyl, 
alkoxy, alkoxycarbonyl, alkoxycarbonylalkyl, alkyl, alkylamino, alkylsulfonyl, alkylsulfinyl, 
alkylthio, amino, Ar*C(0)-, Ar*0-, Ar*-, Ar*-alkyl, carboxy, dialkylamino, fluoro, fluoroalkyl, 
difluoroalkyl, hydroxy, mercapto, 4-[C6 or Cio]arylpiperidin-l-yl, 4-[C$ or Cio]arylpiperazin-l- 
yl, (Ci-C3)alkylenedioxy, oxo, sulfamoyl, and trifluoromethyl; 

or a pharmaceutical^ acceptable salt of said compounds. 

Claim 2. (Presently Amended) The method of claim 1, wherein 

a. Het is a five e^SBemembered heterocycle having a first one ring nitrogen and optionally, 
a se cond or third ring nitrogen, with the remaining ring atoms b e ing carbon, one ring oxygen,-e? 
sulfur; provid e d that Het wherein said Het is an unsubstituted isoxazole is not thiazol e , 
imidazol e , oxazol e , or a dihydro or t e trahydro analogs th e r e of; 
b-. H e t can b e substituted on carbon atoms with 
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i-. one or mor e substituents independ e ntly s e l e ct e d from hydrogen, acylamino, alkanoyl, 

alkanoylalkyl, alkoxy, alkoxycarbonyl, alkoxycarbonylalkyl, alkyl, alkylamino, amino, co - 
alkylen e sulfonic acid, carbamoyl, carboxy, carboxyalkyl (which alkyl can b e substituted with 
alkyloxyimino), cycloalkyl, dialkylamino, halo, hydroxy, (Q -G ^hydroxyalkyl, mercapto, nitro, 
sulfamoyl, sulfonic acid, alkylthio, alkylsulfonyl, alkylsulfinyl, alkylsulfonamido, 
trifluoromethyl, morpholin 4 yl, thiomorpholin 4 yl, 4 [C & or C ^ Jarylpiperidin 1 yl, 4 [Q -er 
G^ jarylpiperazin 1 yl, piperidin 1 yl, Ar* (wherein, consist e nt with th e rul e s of aromaticity, 
Ar* is Q -eiMg-io- aryl or a 5 or 6 memb e r e d heteroaryl ring, wh e r e in the 6 memb e r e d h e t e roaryl 
ring contains on e to thre e atoms of N, and th e 5 - memb e r e d het e roaryl ring contains from one to 
thr ee atoms of N or on e atom of O or S and zero to two atoms of N, each heteroaryl ring can bo 
optionally fus e d to a substitut e d benzen e , pyridin e , pyrimidin e , pyridazin e , pyrazin e , or 
(l,2,3)triazine (w r h e r e in the ring fusion is at a carbonxarbon doubl e bond of H e t)) , Ar* alkyl, 
Ar* O, Ar*S0 2 , Ar*SO , Ar*S , Ar*S0 2 NH , Ar*NH, (N Ar*)(N alkyl)N , Ar*C(0) , 
Ar*C(0)NH , Ar*NH C(O) , and (N Ar*)(N alkyl)N C(O) ; or 

3^ two adjac e nt substitutions tog e ther with their ring carbons form a fused or C- ^-aryl 

ring which aryl ring can b e substituted as s e t forth b e low ; or 

^ two adjacent substitutions togeth e r with their ring carbons form a C $-Gi fused cycloalkyl 

ring having no double bonds e xc e pt any fused doubl e bond of th e H e t group, which cycloalkyl 
ring can be sub s titut e d by on e or mor e of the group consisting of alkyl, alkoxycarbonyl, amino, 
aminocarbonyl, carboxy, fluoro, or oxo; and 
€r. H e t can be substituted on ring nitrog e n atoms with 

±? hydrog e n, alkyl, alkoxycarbonylalkyl , Ar*, Ar*alkyl , Ar*C(0)alkyl , ArS*(0)alkyl , 

Ar*S(0) 2 alkyl , so long as th e ring nitrog e n atoms ar e not quat e rniz e d; 
2v amino; or 

^ at most on e nitrog e n with oxido ( O " ) to form an N oxid e ; and 

#: Y is substitut e d on a ring carbon adjac e nt to th e first or s e cond ring nitrog e ns and is 

4-= hydrogen, oxo, alkyl, m e rcapto, alkylthio, amino, amino(C4 ."€^ )alkyl, or aminoph e nyl, 

wherein the amino of th e latt e r thr ee groups can be (a) substituted with 

(a) Ar^ 

(b) Ar* Z , Ar* alkyl Z , Ar* Z alkyl , Ar* aminoalkyl Z or Ar* oxyalkyl Z , wher e in Z is 




formyl or alkanoyl, 
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3r. NHC(0)(CH 2) tt D R e R f , wh e r e in D is oxygen, sulfur or nitrog e n, wh e rein wh e n D Is 

nitrogen n is 0, 1 or 2, but wh e n D is oxyg e n or sulfur n~l or 2, and R f i s present only wh e n D is 
nitrogen, wh e r e in 

(a) R e 4s 

& 

(2) a group of th e formula H e t ^~ 

wher e in Het is ind e pend e ntly th e same as Het, 

(3) a-GyCg cycloalkyl ring having up to on e double bond with the proviso that th e carbon 

linking the cycloalkyl ring to D is saturat e d, which cycloalkyl ring can be substitut e d by one or 
more alkyl , alkoxycarbonyl , amino , aminocarbonyl , carboxy , fluoro , or oxo substituents, 
wh e re multiple s ubstituents ar e located on diff e r e nt carbon atoms of th e cycloalkyl ring, e xcept 
in the case of alkyl, alkoxycarbonyl, and fluoro substituents, which can be located on the sam e or 
different carbon atoms; or 

(4) hydrogen, (C ^-G ^hydroxyalkyl , alkanoylalkyl, alkyl, alkoxycarbonylalkyl, alk e nyl, 

carboxyalkyl (which alkyl can be substitut e d with alkoxyimino), alkoxycarbonyl, Ar*, or Ar* 
alkyl ; and 

(b) R f is ind e pendently hydrogen, hydroxy(C3 -€6 )alkyl, alkanoylalkyl, alkyl, 

alkoxycarbonylalkyl, alk e nyl, carboxyalkyl (which alkyl can be substituted with alkyloxyimino), 
alkoxycarbonyl, indep e nd e ntly a group Ar* or Ar* alkyl; 

wh e r e in aryl or Ar* in addition to any s ubstitutions specifically noted can bo substitut e d 
with one or more substituents s e lected from the group of alkyl, amino, dialkylamino, 1 
pyrrolidinyl, 4 [C 6 -^€^ ]arylpiperazin 1 yl, 4 [Q -ef^G^ ]arylpiperidin 1 yl, az e tidin 1 yl, 
morpholin 4 yl, thiomorpholin 4 yl, piperidin 1 yl; and 

heterocycles e xc e pt those of H e t or Ar*, can b e substituted with, in addition to 
substitutions sp e cifically not e d, one or mor e substitu e nts s e l e ct e d from acylamino, alkanoyl, 
alkoxy, alkoxycarbonyl, alkoxycarbonylalkyl, alkyl, alkylamino, alkylsulfonyl, alkylsulfmyl, 
alkylthio, amino, Ar*C(0) , Ar*0 , Ar* , Ar* alkyl, carboxy, dialkylamino, fluoro, fluoroalkyl, 
difluoroalkyl, hydroxy, mercapto, 4 [C & or C ^ jarylpiperidin 1 yl, 4 [C s-oHg^ jarylpiporazin 1 
yl, (C -i - or C^)alkyl e n e dioxy, oxo, sulfamoyl, and trifluoromethyl ; 

or a pharmaceutically acceptable salt thereof of said compounds . 
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Claim 3. 



(Presently Amended) The method of claim 1, wherein Het-Y is 




M 



Q 



II 




M 



wherein G, and M, and Q are selected from the group consisting of ©H^ C-R h T and C-R 1 , and N 
R g , with th e proviso that only on e of G or Q can be O or S , 
Pis (X 

a-. wher e in R g r*s 

(1) hydrog e n, alkyi, alkoxycarbonylalkyl , Ar*, Ar* alkyl , Ar*C(0)alkyl ; Ar*S(0)alkyl , 

or Ar*S(0) 2 alkyl , so long as th e ring nitrogen atoms ar e not quaterniz e d; or 

(2) amino or oxido (wh e r e in N R g forms an N oxide) and 

b. wherein R h or R 1 are 

(1) independently selected from hydrogen, acylamino, ureido, thoureido, acyloxyalkyl, 
alkanoyl, alkanoylalkyl, alkenyl, alkoxy, alkoxycarbonyl, alkoxycarbonylalkyl, alkyl, 
alkylamino, (CrC3)alkylenedioxy, allyl, amino, co-alkylenesulfonic acid, carbamoyl, carboxy, 
carboxyalkyl (which alkyl can be substituted with alkyloxyimino), cycloalkyl, dialkylamino, 
halo, hydroxy, (C2-C6)hydroxyalkyl, mercapto, nitro, sulfamoyl, sulfonic acid, alkylthio, 
alkylsulfonyl, alkylsulfmyl, alkylsulfonamido, trifluoromethyl, morpholin-4-yl, 4-[C6 or 
Cio]arylpiperidin-l-yl, 4-[C6 or Cio]arylpiperazin-l-yl, thiomorpholin-4-yl, piperidin-l-yl, Ar*, 
Ar*-alkyl, Ar*-0, Ar*S0 2 -, Ar*SO-, Ar*S-, Ar*S0 2 NH-, Ar*NH, (N-Ar*)(N-alkyl)N-, 
Ar*C(0)-, Ar*C(0)NH-, Ar*NH-C(0)-, and (N-Ar*)(N-alkyl)N-C(0)-; 

(2) R h and R 1 where adjacent, together with their ring carbons form a C5-C7 fused cycloalkyl 
ring having up to two double bonds including the fused double bond of the Het group, which 
cycloalkyl ring can be substituted by one or more of the group consisting of alkyl-, 
alkoxycarbonyl-, amino-, aminocarbonyl-, carboxy-, fluoro-, or oxo-substituents, except in the 
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case of alkyl, alkoxycarbonyl, and fluoro substituents, which can be located on the same or 
different carbon atoms; 

(3) R h and R 1 where adjacent, together with their ring carbons form a fused C6 or Cio aryl 
ring; 

(4) R h and R 1 where adjacent, together with their ring carbons form a fused five to eight 
membered fused heterocycle, wherein the ring fusion is at a carbon-carbon bond of Het, wherein 
the fused heterocycle consists of ring atoms selected from the group consisting of carbon, 
nitrogen, oxygen, sulfur, or S(0) n , wherein S(0) n is 1 or 2; or 

(5) R h and R 1 where adjacent, together with their ring carbons form a fused 5- or 6-membered 
heteroaryl ring containing at least one and up to three atoms of N for the 6-membered fused 
heteroaryl rings and from one to three atoms of N or one atom of O or S and zero to two atoms of 
N for the 5-membered fused heteroaryl rings. 

Claim 4. (Cancelled) 

Claim 5. (Presently Amended) The method of claim 3, wherein Het-Y is 



Claims 6- 10. (Cancelled) 

Claim 11. (New) The method of claim 5, wherein R l is hydrogen and R h is amino, Ar*, 
acylamino, ureido, or thoureido. 




wherein G is N-er C-R h ; 
M is N-er C-R 1 ; and 
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